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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use o£ this treuislation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] Formula [** 1] 
I 




Z I 

or mutually-independent [ of X and the Y ] is carried out among [type, it is chosen from H, a halogen, and 
low-grade alkyl, and both RIO and Rl 1 are H, either RIO or Rl 1 are H and another side is methyl - RIO 
and Rl 1 — together — becoming -(CH2) n- it is — here — n= ~ 4 or 5 — it is — Z — [Formula 2] [ or ] 




(Zl) (Z2) (Z3) 

more — becoming — a group — from — choosing — having — a ring — it is — here — this — a ring — Z — inside 

— one — a piece — or — it — more than — carbon — an atom — F ~ CI — or — low-grade — alkyl — permuting 

— having --**** ~ ] — a compound — a list ~ those acid addition salts that can be permitted 
pharmacologically, carbamates, urea, and amides 

[Claim 2] The compound according to claim 1 which Y is H, is chosen from the group which X becomes 
from a halogen and low-grade alkyl, and has especially X in 7-location. 

[Claim 3] The compound according to claim 2 chosen from the group which RIO is methyl, £md Rl 1 is 
hydrogen, and consists of the chlorine and methyl which have especially X in 7-location. 
[Claim 4] Formula I (a), I (b), or I (c): [Formula 3] 
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1(a) 




NH-CH3 



CI 



N-NH 



1(b) 




NH-CH3 



CI 



N-NH 



1(c) 



The compound according to claim 3 which has one sort of **. 

[Claim 5] A compound given in either of claims 1-4 for using it especially as drugs [ activity / in therapy ] 
as an anti-virus agent for the treatment of an acquired immunode-ficiency syndrome and the acquired 
immunode-ficiency syndrome related illness, a therapy, or prevention. 
[Claim 61 Formula [** 4] 



[ whether the sequential reaction of the ******** is carried out with P2S5 and Amine HN (RIO, Rl 1), and ] 
or make the compound of Formula II react to the bottom of existence of Lewis acid with Amine HN (RIO, 
Rll) in a reaction-inert solvent, and in wishing the amide of the compound of Formula I Neutralize the 
compound of Formula I by the organic acid, and in wishing a carbamate or urea The manufacture approach 
of a compound according to claim 1 characterized by making the compound of Formula I react [ phosgene ] 
with the product of the stoichiometric reaction between aliphatic series, aromatic alcohol, aliphatic series, or 
aromatic amine, respectively. 

[Claim 7] In the compound list according to claim 1 as an activity pharmacological component, by the case 
The second anti-virus agent, Especially A reverse transcriptase inhibitor, for example, ddC and AZT, a HIV- 
protease inhibitor, alpha-, beta- and/or a gamma interferon, interleukin-2, and/or GM-CSF, it contains — 
especially — a virus sexually transmitted disease ~ especially — a retrovirus infectious disease — For 
example, the chemical for easing the cytopathy-destructive effectiveness of the retrovirus illness in the 
patient to whom it is infected with the retrovirus since it is the treatment or prevention of HI VI and/or HIV2 
infectious-disease **, or in order to protect a cell to this infectious disease. 

[Claim 8] Use of a compound according to claim 1 for manufacture of the chemical for easing especially the 
cytopathy-destructive effectiveness of the retrovirus illness in a virus sexually transmitted disease and the 
patient to whom it is infected with the retrovirus since it is the treatment or prevention of the retrovirus 
infectious disease 1, for example, HIV, and/or HIV2 infectious-disease ** especially, or in order to protect a 
cell to this infectious disease. 
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* NOTICES * 

JPO and NCIPI are not responsible for €uiy 
damages caused by the use o£ this translation, 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] This invention is a formula [0002]. 
[Formula 5] 




Z I 

[0003] or mutually-independent [ of X and the Y ] is carried out among [type, it is chosen from H, a 
halogen, and low-grade alkyl, and both RIO and Rl 1 are H, either RIO or Rl 1 are H and another side is 
methyl - RIO and Rl 1 - together -- becoming -(CH2) n- it is - here ~ n= ~ 4 or 5 - it is -- Z - [0004] 
[or] 

[Formula 6] 




(Zl) (Z2) (Z3) 

[0005] more — becoming — a group — from — choosing — having — a ring — it is — here — this — a ring — Z - 
- inside — one ~ a piece — or — it — more than — carbon — an atom — F — CI — or — low-grade — alkyl — 
permuting — having —**** — ]— being new — a compound — a kind — a list — those acid addition salts that 
can be permitted pharmacologically, carbamates, urea, and amides — being related . 
[0006] In a list especially the purpose of this invention in itself [ above / compound ] A virus sexually 
transmitted disease, Especially Retrovirus infectious disease 1, for example, HIV, and/or HIV2 infectious 
disease. In the manufacture approach list of these compounds, by one sort and case of this compound The 
above-mentioned compounds for protecting a cell to this infectious disease, since it is ****** or prevention; 
The second anti-virus agent, Especially A reverse transcriptase inhibitor, for example, ddC and AZT, a HIV- 
protease inhibitor, alpha-, beta- and/or a gamma interferon, interleukin-2, and/or GM-CSF, It is use of these 
compounds for manufacture of a virus sexually transmitted disease and the chemical for protecting a cell to 
this infectious disease, since it is the treatment or prevention of the retrovirus infectious disease 1 , for 
example, HIV, and/or HIV2 infectious-disease ** especially especially at the chemical and list to contain. 
[0007] All the tautomers and stereoisomer forms of a compound of Formula I are included by the range of 
this invention. 

[0008] Permissible acid addition salts can be the salts of mineral-acids [ which can be permitted 
pharmacologically ], for example, hydrochloric acid, and sulfiiric-acid ** pharmacologically. The amides 
which can be permitted pharmacologically can be manufactured by neutralizing the compounds of this 
invention by the organic acids like a lactic acid, an acetic acid, a malic acid, or p-toluenesulfonic acid. The 
carbamates which can be permitted pharmacologically can be manufactured by making the compounds of 
Formula I react with the product of the stoichiometric reaction between a phosgene, aliphatic series, or 
aromatic alcohol. The urea which can be permitted pharmacologically can be manufactured by making the 
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compounds of Formula I react with the product of the stoichiometric reaction between a phosgene, aliphatic 
series, or aromatic amine. The carbamates, urea, and amines of compounds of Formula I are useful as a 
prodrug (pro-drugs). 

[0009] The carbon number has called the radical suitably guided from the chain of the shape of the shape of 
a straight chain, and a branched chain of 1-4, for example, the methyl, the ethyl, propyl, and isopropyl of 1-7 
the "low-grade alkyl" used in this specification. "Acyl" means the organic radical guided by removal of a 
hydroxy group from an organic acid. Acid of aliphatic series and aromatic series, for example, acetic acid, 
sulfone acetic-acid, and benzoic-acid ** is included by the suitable organic acid. 

[0010] A suitable compound has the formula I which Y is H and is the halogen and low-grade alkyl which 
have especially X in 7-location. 

[001 1] RIO is methyl, Rl 1 is hydrogen, and especially the compound of the suitable formula I is chosen 
from the group which consists of the chlorine and methyl which have especially X in 7-location. 
[0012] The compounds of suitable this invention are formula I (a), I (b), or 1(c): [0013] specially. 
[Formula 7] 





[0014] It ****. 

[0015] The compound of Formula I follows known various processes by the technical field concerned, and 
is formula: [0016]. 
[Formula 8] 




[0017] ** 3H-1, 4-benzoJIAZEPINO -2 -(IH)- It can manufacture by carrying out the sequential reaction of 
N with P2S5 and HN (RIO, Rl 1) with a general means. For example, it can carry out as [ describe / the 
compound of Formula II / for example, into the United States patent number 3,644,335 ], and can agitate 
with the amine of Formula HN (RIO, Rl 1) under existence of suitable Lewis acid in a suitable reaction-inert 
solvent. Although a tetrahydrofiiran, toluene, and dioxane are included by suitable reaction-inert solvents, it 
is not limited to them. Although a titanium tetrachloride, a stannic chloride, etc. are included by the example 
of suitable Lewis acid, it is not limited to them. 

[0018] The compound of Formula II For example, the inside of U.S. Pat. No. 3405122, 3398159 and 
340721 1, and 3400128, THE journal OBU THE organic chemistry (J.Org.Chem.), The inside of 41, 1976, 
2720; 35, 1970 and 2355 and 46 and 1981, and 839, AKUTA KEMIKA SUKANJINABIKA (Acta 
Chem.Scan.), The inside of B 31, 1977, and 701, THE journal OBU hetero cyclic chemistry (J.Heterocyclic 
Chem.), The inside of 12, 1975, 49 and 25 and 1988, and 1293, synthesis (Syntesis), It can manufacture by 
the approach of being known among 1988 and 767 **** currently described in the detail at **** currently 
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described into 100, 1978, and 4842, and a list into the following Syn.Commun., 15, 1985 and 1271, and 
J.A.C.S. example 1-3, and in itself. 

[0019] Therefore, the compound of Formula II can be manufactured by cyclizing the compound like the 
thing of the formula 6 in an example 1 by the acid-catalysis. This cyclization can be performed by being 
among toluene and the solvent like THF, or heating a compound 6 with the acid like a pivalic acid to the 
temperature to reflux temperature in n-butanol. For example, the amines like the thing of a formula 6 can 
leave the ketone of formulas 4, 9, or 15, for example, can be manufactured through the following formulas 5 
and 10, 10", or the corresponding bromide like the thing of 17. 

[0020] Especially the compound of this invention has the useful antiviral activity to HIV which are an 
acquired immunode-ficiency syndrome and a related illness, for example, the virus related to advance of 
ARC(acquired immunode-ficiency syndrome related complication) **, especially **-retrovirus activity. 
These compounds also control a HIV duplicate by controlling the important HIV virus function like for 
example, TAT (interaction imprint) activity. The production of TAT by the infected cell is activating 
considerably the duplicate of HIV in the inside of an infection patient. By controlling TAT activity, the 
compound of this invention decreases the duplicate of HIV dramatically, and, thereby, the destructive 
effectiveness of HIV in the inside of a human patient is mitigated. 

[0021] The display of both alkaline phosphatase (SeAP) gene by which (a) secretion was carried out in the 
compound of Formula I, and virus interaction agent TAT gene It puts under accommodation of the HIV 
accelerator LTR resulting from an operation of the HIV interaction agent TAT. (b) Contain the gene 
structure of the above (a) for the culture mammalian cell, and transfection is carried out using the plasmid 
which causes the interaction factor TAT and cell production of SeAP. (c) Add the compound of Formula I 
here [ the reagent and here ] where it is going to examine, and include measuring the volume of SeAP to 
which control of SeAP production is related with anti— TAT control activity by measuring SeAP enzyme 
activity. In the **** assay currently described into the United States patent number 5070010, it examined 
about anti— HIV-TAT activity. 

[0022] In this assay, control of SeAP has anti— TAT activity and forward relevance. As the activity with 

which a reagent controls SeAP becomes large, the anti— TAT activity of that becomes larger. 

[0023] About the result reported especially below, HIV-TAT assay was performed by carrying out as 

following. 

[0024] The reporter gene to which one carries out the code of the SeAP for the trial compound of the 
formula I of 1, 10, and SOmicroM under accommodation of HIV-LTR was contained 24 hours after 
transfection, and other things were added to the culture medium of the COS cell by which transfection is 
carried out by two sorts of plasmids in which this also contains the HIV-TAT gene under accommodation of 
HIV-LTR. In 48 hours after addition of a trial compound, calorimeter assay using p-nitrophenyl phosphate 
as a substrate estimated the alkaline phosphatase activity of a medium. Anti— TAT activity is measured by % 
control of the SeAP gene under RSV-LTR which does not answer % control pair TAT of the SeAP gene 
display under accommodation of HIV-LTR. 

[0025] the compound of Formula I is [ the **-specific cytotoxicity of the result in the following table ] the 
specific inhibitor of the gene carried out ****** HIV-TAT-adjustment — it is ******(ing). 
[0026] Then, the singularity of the compound of the formula I as a TAT inhibitor was shown by parallel 
assay, and the SeAP gene display is put under accommodation of Rous sarcoma virus (RSV)-LTR which 
does not answer TAT. This assay followed, and the compound of Formula I is a general cytotoxic agent, or 
it has eliminated possibility of saying that the activity of SeAP is controlled. 

[0027] The anti— HIV-TAT activity of a trial compound was determined by measuring the amount of the 
alkaline phosphatase in the supernatant medium of the cell culture object which has a SeAP gene display 
under accommodation of a HIV LTR accelerator. The specific control activity of a trial compound is 
formula: [0028]. 

[Formula 9] 100 [(1-A/B) - (1-C/D)] 

It follows [for A and B to be alkaline phosphatase activity produced by HIV-LTR/SeAP under existence of a 
trial compound and un-existing among a formula, respectively, and for C and D be alkaline phosphatase 
activity produced by RSV-LTR/SeAP under existence of a trial compound and un-existing, respectively], 
and is calculated. The examined concentration is the range of l-50microM. The result shown is the average 
of at least three trials. : the display whenever [ "whenever / middle /" ] "it is high" indicates the activity like 
the following to be in this table — being high — >60% of control — it is — whenever [ middle ] — 60-40% of 
control — it is ~ being low — it is 40-20% of control. [ and ] The trial compound was added, 24 hours after 
SeAP specific mRNA and protein had already existed, and carrying out transformer FEKUSHO of the cell 
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by the plasmid when protein was very stability and. Therefore, control will not be observed at this assay 
process 100%. • 
[0029] 
[Table 1] 

Table The product of the following example number Anti— HIV-TAT activity 1 It is high. 2 Whenever [ high 
middle / of /] 3 Whenever [ high middle / of/] Probably, this compound will be effective in an acquired 
immunode-ficiency syndrome therapy, since the compound of this invention controls TAT protein 
effectively and it becomes impossible for an infection virus to reproduce it for itself [ these ] in a host cell. It 
is actually found out that the compound of this invention protects the CD4+ Ijonph cell in a culture from the 
cytopathogenic effect of HIV. Furthermore, probably the compounds of this invention control the activity of 
such TAT-related protein similarly, and, as a result, it will be useful for the therapy of other retrovirus 
infectious diseases of these, since TAT and the protein which has relation very much are seen in other 
retroviruses like HTLV-1. The approach of mitigating the destructive effectiveness of retrovirus illnesses, 
such as HIV in the inside of a human patient including this invention treating a patient with an activity 
metabolite biologically [ the compound of this invention of sufficient amount to control advemce of a 
retrovirus infectious disease or it ], is also offered. This invention includes treatment or therapy including 
the patient who has an acquired immunode-ficiency syndrome or an ARC patient and symptomatic, or a 
non-symptomatic HIV infectious disease of a HIV infection patient. By one administration or more at 
various spacing, the compound of this invention can be suitably prescribed once for the patient in taking 
orally per day parenterally or in taking orally on the 1 st. In the patient with liver or a kidney problem, the 
dose and the administration form should be adjusted so that these symptoms may be suited, a human patient 
— Seki, then the anti-virus effective dose of the compound of this invention prescribed for the patient, for 
example in taking orally ~ per day ~ the weight of about 0.5 to about 40 mg/kg - it is the range of the 
weight of about one to 15 mg/kg, especially weight [ of about four to 10 mg/kg ] ** suitably. For example, 
in the taking orally unit dose form like a unit dose form, it is related with a 70kg patient, and this is per [ 35 / 
about ] day. - About 2,800mg will become the amount of abbreviation 210-about 350mg** per day suitably. 
[0030] A therapy constituent with better use of more activity reagents than one sort is given, and when 
especially this acts according to the device in which different reagents differ, it comes out so especially. 
Furthermore, a certain sake, This invention the compound according to this invention One or more sorts of 
other anti-virus agents, for example, ddC, AZT, 2\ and 3'-dideoxyinosine (ddl) and tetrahydroimidazo 
benzodiazepine-ON (TIBO) derivatives A HIV-protease inhibitor and 3 ring type JIAZEPINON, HIV- 
integrase, and a RNaseH inhibitor, A biological response alteration agent, for example, alpha, a beta or 
gamma-interferon, interleukin-2 the granulocyte-macrophage colony stimulating factor (GM-CSF), etc. and 
the anti-virus constituent both included together are also included in the list. 

[003 1] A human patient can be medicated with Seki, then the compounds of this invention in the general 
administration form like a thing shown here. Any compound, constituents or those acid addition salts that 
can be permitted pharmacologically, carbamates, urea, or amides is also suitable. 
[0032] The compound of this invention is the dose shown here, and it is prescribed for the patient until 
amelioration of a patient's symptom and/or mitigation of viremia are obtained. This compound can also be 
prescribed for the patient with other anti-viral one and/or the biological response alteration agent like the 
above. The dose of ddC and AZT which are used in the acquired immunode-ficiency syndrome or the ARC 
human-being patient is announced. When given by the combination therapy, other anti-HIV compounds 
can also be given to the compound and coincidence of this invention, or administration can also be carried 
out by turns by hope. Two sorts (above) of chemicals are also combinable in a constituent. The dose of each 
chemical can be made fewer than the time of combining and their being used as an independent reagent in 
inside. 

[0033] This invention relates also to the constituent which contains the compound of this invention of a 
therapy-effective dose in the support which can be permitted pharmacologically. The compound of this 
invention can also be independently prescribed for the patient by the shape of a solution. However, it is 
suitable to prescribe an active ingredient for the patient into a pharmacological formulation. With the 
concept of this invention, a formulation means a constituent. These formulations contain the active 
ingredient of at least one sort of this inventions together with one or more sorts of the support and the 
pharmaceutical vehicles which can be permitted pharmacologically, and can also contain other therapy 
agents like a HIV-RT or HIV-protease inhibitor in arbitration. The word included within the limits of this 
invention "it can approve" is defined as not being damage nature to the organism or host cell which is other 
components and compatibility of a formulation and it is going to treat. In the taking-orally-rectum, in a nose, 
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when suitable for a cheek, the hypoglottis, a vagina, or parenteral (inside of hypodermically, intramuscular, 
vein, and the skin is included) administration, local and the thing known by this contractor are included by 
such support. Simple, a constituent can be made into a unit administration form, and can be manufactured by 
the approach known in the chemical industry. Such an approach contains the formulation of the active 
ingredient in support, and it can contain other medical active ingredients like ddC, AZT, ddl, interferon, IL- 
2, or a HIV-protease inhibitor. 

[0034] The sachet or tablet with which, as for the example of the constituent of this invention, each solution; 
capsule in an active ingredient (kind), for example, water, or brine, for example, an elasticity gelatine 
capsule, was decided beforehand and which contains the active ingredient like granulation, for example; it is 
the solution or suspension in the liquid emulsified liquid in an oil of the water in the underwater emulsified 
liquid of the oil in an aquosity liquid. A tablet can contain the support of compatibility on other 
pharmaceutical vehicles, coloring agents, and pharmaceutical-sciences targets at one or more sorts of 
lactoses, the microcrystalline cellulose, the colloidal silicon dioxide, cross cull MEOSU sodium, magnesium 
stearate, and a stearin acid list. Generally the lozenge which contains the active ingredient in the flavor 
agent, a sucrose and gum arabic or tragacanth and the pastille that contains the active ingredient in gelatin 
and a glycerol or a sucrose, and the quality of a deactivating group like gum arabic, and the opening 
cleaning agent which contains the active ingredient in the list in suitable liquid support are included by the 
formulation suitable for oral administration. The formulation for intrarectal administration can be formed in 
the shape of [ with the suitable substrate containing cocoa butter or salicylate ] a suppository. The 
formulation suitable for vagina administration can be formed a pessary, a tampon, a cream, gel, a paste, 
form, or in the shape of a spray formulation. The disinfectant suspension of the aquosity which may contain 
suspension and a thick agent in the isosmotic disinfectant injection solution of the aquosity which may 
contain in the formulation suitable for parenteral administration the solute which it makes isosmotic use as 
the acceptance blood which means an anti-oxidant, a buffer, an anti-bacteria agent, and a formulation, and 
nonaqueous nature, and the list, and nonaqueous nature is included. A formulation can be formed in the 
hermetic container of a unit dose or two or more doses, for example, ampul, and a bottle, it can also store in 
the condition of having been freeze-dried, and they need only addition of the disinfectant liquid support like 
the water for [ in front of use (for example, injection) ]. An injection solution and suspension can be 
manufactured on that spot from the disinfectant powder, the above-mentioned granulation, and the above- 
mentioned tablet of a class. 
[0035] 
[Example] 
Example 1 [0036] 
[Formula 10] 
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[0037] a) Acetylene was bubbled in 75ml THF. Over the period of 1 hour, as the temperature of a reaction 
mixture did not exceed 40 degrees C into THF / acetylene mixture, it added EtMgBr (50ml) to it. Acetylene 
was continuously bubbled in mixture during this addition. Mixture was agitated as it was for 30 more 
minutes in the room temperature, and the acetylene style was stopped after that, and mixture was cooled at 0 
degree C. **** addition was carried out, and then quenching Perilla frutescens (L.) Britton var. crispa 
(Thunb.) Decne. of the solution in [ of 70ml ] THF of a 5-chloro-2-nitro benzaldehyde (13.2g) was carried 
out to mixture with the saturation NH4C1 solution, and it was extracted by EtOAc. After desiccation, 
filtration, and evaporation, the flash plate column chromatography (10%EtOAc / hexane) refined residue, 
and the 12.26g 5-chloro-alpha-ethynyl-2-nitroben2ene methanol was given. IR (KBr) 3290, 2120, and 1525, 
1338cm-l. 

[0038] b) The solution in [ of 60ml ] a glacial acetic acid of a 5-chloro-alpha-ethynyl-2-nitrobenzene- 
methanol (1 .54g) was heated at 40 degrees C, and then it processed by 1 .44g Cr03. After churning, the 
solution was cooled to the room temperature and then it extracted by CH2C12. It extracts in H20 and 
saturation NaHC03, and next it dries, and the organic fi-action was filtered and was evaporated. By the 
column chromatography using a gradient elution system (9%EtOAc / hexane, 17%EtOAc / hexane), 0.94g 
l-(5-chloro-2-nitrophenyl).2-PUROPINO-l-N was obtained. MS calculated value 208.9880; actual 
measurement 208.9872. 

[0039] c) l-(5-chloro-2-nitrophenyl)-2-PUROPINO-l-N (0.03g) was mixed with an azide-trimethyl silane 
(0.02ml) and CH3CN (5ml), and mixture was heated at 100 degrees C over 3 hours by argon flowing down. 
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Next, the column chromatography which uses a gradient elution system (5%EtOAc / hexane, 20%EtOAc / 
hexane, 50%EtOAc / hexane) next refines by evaporating a solution, and it is 0.03g (5-chloro-2- 
nitrophenyl). -(IH- 1, 2, 3-TORIAZORI-5-RU)- Meta-non was given. MS252 (M+). 
[0040] d), (5-chloro-2-nitrophenyl) -(IH- 1, 2, 3-TORIAZORI-5-RU)- The mixture of Pd (50mg) was 
hydrogenated over 16 hours under 40psi hydrogen meta-non (2.53g), EtOH (100ml), and C top 10%. A 
solution is filtered next, and was evaporated and it slurred with CH2C12. The produced solid-states are 
collected and it is 1.64g (2-amino-5-chlorophenyl). -(IH- 1, 2, 3-TORIAZORI-5-RU)- Meta-non was given. 
The column chromatography using a gradient elution system (9%EtOAc / hexane, 20%EtOAc / hexane, 
33%EtOAc / hexane) refined the mother liquor, and 0.48g another product and the 148 to 150 degree C 
melting point were given. 

[0041] e) Next, LOg (2-amino-5-chlorophenyl) -(IH- 1, 2, 3-TORIAZORI-5-RU)- 50ml iced water and a 
2.0g sodium hydrogencarbonate were added to 150ml CH2C12 of meta-non, and the solution in [ of 60ml ] 
THF. the two phase mixture agitated ~ 0.98ml bromination ~ BUROMO acetyl was added. The reaction 
mixture was agitated over 0.5 hours. The layer was separated and the aquosity part was extracted by 
CH2C12. After that, with brine, the organic extract was washed water and after that, and was dried and 
evaporated. The filtration using an ethyl-acetate-hexane refines by making residue into an eluent, and it is 2 
[ 1 .2g ]. - A BUROMO-4^-chloro-2'-[(lH. 1, 2, 3-TORIAZORI-5-RU) carbonyl] acetanilide and melting 
point =173-175 degree C were given. 

[0042] f) It is 2 [ 1 .2g ] to the 100ml liquid ammonia under dry ice bath by which condensation was carried 
out. - The solution in [ of 25ml ] THF of a BUROMO-4'-chloro-2»-[(lH- 1, 2, 3-TORIAZORI-5-RU) 
carbonyl] acetanilide was added. Ovemight churning of the reaction mixture was carried out, and natural 
evaporation of the ammonia was carried out. Survival THF was evaporated and the mixed residue was 
agitated with 100ml 10% methanol-ethyl acetate and 20ml water. 10% methanol-ethyl acetate extracted the 
aquosity part. With brine, it washes, and it dried and the organic extract was evaporated. The heating reflux 
of the residue was carried out over 16 hours in 60ml n-butanol and a lOOmg pivalic acid. The butanol was 
evaporated and pump desiccation of the residue was carried out under the high vacuum. Residue was made 
to fractional-crystallization-ize fi*om 8% methanol-dichloromethane, and after recrystallizing [ charcoal 
processing and ] fi-om a methanol, 705mg 7-chloro-5-(lH- 1, 2, 3-TORIAZORI-5-RU)-l, 3-dihydro-2H-l 
and 4-benzo-JIAZEPINO-2-N, and the 246 to 249 degree C melting point were given. 
[0043] g) The mixture of 7-chloro-5-(lH- 1, 2, 3-TORIAZORI-5-RU)-l, 3-dihydro-2H-l, 4-benzo- 
JI AZEPINO-2-N (200mg), P2S5 (222mg), and THF (25ml) was ultrasonicated over 2 hours in 20 to 40 
degree C. The solvent was evaporated and churning addition of the residue was carried out into the mixture 
of EtOAc (200ml) and H20 (100ml). Non-dissolved yellow solid-states were collected and it dried. This 
matter was dissolved into THF (15ml), and it added to the -70-degree C THF (20ml) solution which 
NH2CH3 has bubbled in inside next over 10 minutes. The solution was agitated in -70 degrees C, and then it 
warmed to the room temperature automatically. The precipitating solid-states were collected, and Perilla 
fiaitescens (L.) Britton var. crispa (Thunb.) Decne. was carried out together with H20, and it heated on the 
steam bath. After cooling, collected solid-states, and it was made to recrystallize from a methanol, and 89mg 
7-chloro-N-methyl-5-(lH- 1, 2, 3-TORIAZORI-5-RU)-3H-l and a 4-benzodiazepine-2-amine, and melting 
point =232-235 degree C were given. 
[0044] Example 2 [0045] 
[Formula 11] 
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[0046] a) The mixture of a 4-BUROMO (IH)-pyrazole (50.8g), 1300ml CH2C12, a triphenylmethyl chloride 
(99. 5g), and Et3N (35, 3g) was agitated in the room temperature for 24 hours. Next, in H20, it extracts, and 
it dries, and the solution was filtered and was evaporated. Residue was crystallized using the 
CH2C12/hexane and a white crystal and the 1 90 to 1 92 degree C melting point were given. The second 
product was extracted and a total of a 1 17.3g 4-BUROMO-l -(triphenylmethyl)- IH-pyrazole was given. 
[0047] b) a 4-BUROMO-l -(triphenylmethyl)- IH-pyrazole (48g) and Et2 - it agitated by argon flowing 
down, cooHng the mixture of O (100ml) and THF (500ml) at -78 degrees C. tBuLi (160ml) was added to 
mixture, and the produced red solution was added to the solution in THF (500ml) of 2-methyl-6-chloro-4H- 
3 cooled by -78 degrees C and l-benzoKISAJINO-4-N (21g). Mixture was warmed with overnight nature at 
the room temperature, and then quenching was carried out with the saturation NH4C1 solution. A layer is 
separated, and after diluting with EtOAc, with the saturation NaCl solution, it dries, and it washes and it was 
evaporated [ the organic layer was filtered and ]. The obtained solid-state was made together with THF 
(400ml), MeOH (350ml), H20 (250ml), and lOnNaOH(s) (300ml), and it agitated in reflux temperature for 
3 hours. After cooling to a room temperature, an organic phase and the aqueous phase were separated. The 
aqueous phase is extracted by Et20, and it dries, and the organic fi-action was filtered and was evaporated. 
Perilla firitescens (L.) Britton var. crispa (Thunb.) Decne. of the obtained form was carried out together with 
CH2C12, and overnight churning was carried out. After filtration, filtrate was evaporated, it was oily and the 
49g compound [9] was given. 

[0048] c) In the room temperature, **** addition of the 10.5ml chlorination BUROMO acetyl was carried 
out at the mixture with which a compound [9], THF (450ml), CH2C12 (450ml), and IN NaOH (1400ml) are 
agitated altogether. Two phase mixture was agitated for 20 minutes in the room temperature. After 
separation of a layer, the water layer was extracted by CH2C12. Evaporation to dryness of the organic layer 
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was dried and carried out, residue is crystalized from THF and a hexane ~ making — 2-23. 5g BUROMO-4'- 
chloro-2'- [ (a l-(triphenylmethyl)-lH-PIRAZORI-4-RU] carbonyl] acetanilide and the 197 to 200 degree C 
melting point were given.) d) the 11. liquid ammonia under dry ice bath — 2-BUROMO-4 -chloro-2'- [ (it 
added to the solution in THF (200ml) of a l-(triphenylmethyl)-lH-PIRAZORI-4-RU] carbonyl] acetanilide 
(23, 5g).) Overnight chuming of the reaction mixture was carried out, and ammonia was evaporated 
automatically. Distillation removal of the residual solvent was carried out. Residue was agitated with EtOAc 
and H20. The product was washed with water, and it dried, and the 18.3g solid-state was given. The 
suspension of this matter in the 1-butanol (600ml) containing a 300mg pivalic acid was heated to reflux 
temperature over 8 hours. The additional part of a 300mg pivalic acid was added 3 hours and 5 hours after, 
respectively. Volatile matter was evaporated, and trituration of the residue was carried out, and the 6.5g 
product was given. This was dissolved into MeOH, and it processed, filtered and condensed by charcoal. 
The products which precipitated were collected and 5.25g 7-chloro -1, 3-dihydro-5-(lH-PIRAZORI-4-RU)- 
2H-1, 4-benzoJIAZEPINO-2-N, and the 289 to 291 " (decomposition) mehing point were given. 
[0049] e) The mixture of 7-chloro -1, 3-dihydro-5-(lH-PIRAZORI-4-RU)-2H-l, 4-benzoJIAZEPINO-2-N 
(295mg), P2S5 (327mg), and THF (25ml) was ultrasonicated over 2 hours in 20 to 40 degree C. The solvent 
was evaporated and residue was agitated in the mixture of EtOAc (200ml) and H20 (100ml). Non-dissolved 
solid-states were collected and it dried. This matter was dissolved into THF (15ml), and it added to the -70 
degree C solution of THF (25ml) which NH2CH3 has bubbled next. The solution was agitated for 15 
minutes in -70 degrees C, and then was warmed automatically. After evaporation of a solvent, Perilla 
fintescens (L.) Britton var. crispa (Thunb.) Decne. of the residue was carried out together with H20, and it 
heated on the steam bath. The precipitating solid-states were collected and it was made to make dissolve, 
dry and evaporate in EtOAc. The recrystallization from MeOH-CH3CN refined residue and 7-chloro-N- 
methyl-5-(lH-PIRAZORI-4-RU)-3H-l, a 4-benzodiazepine-2-amine (38mg), and the 287 to 289 degree C 
melting point were given. 

[0050] It was manufactured by carrying out the benzoJIAZEPINON intermediate product of the above- 
mentioned d chapter as following. 
[0051] 

[Formula 12] 
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[0052] a) The compound [8] (24g) was made together with THF (400ml) and Et20 (100ml), and it cooled at 
-78 degrees C. The red solution which carried out **** addition at mixture, and produced tBuLi (80ml) was 
agitated in -78 degrees C for 2.5 hours. **** addition of the solution in THF (150ml) of a 5-chloro-2-nitro 
benzaldehyde (11 .2g) was carried out at this solution, and the produced mixture was warmed with overnight 
nature at the room temperature. After carrying out quenching with a saturation NH4C1 solution, mixture was 
diluted with EtOAc and the layer was separated. With the saturation NaCl solution, it washes, and it dries, 
and the organic fraction was filtered and was evaporated. With the flash plate column chromatography using 
the gradient elution system from 10%EtOAc / hexane to 75%EtOAc / hexane, the 20.6g alpha (5-chloro-2- 
nitrophenyl)-l-(triphenylmethyl)-lH-pyrazole-4-methanol was given by the shape of white form. MS495 
(M+). 

[0053] b) The product (27. Ig) of a and the mixture of CHC13 (250ml) and Mn02 (20g) were agitated in 
reflux temperature for 3 hours. Mn02 (5g) of an additional sample was added, and mixture was agitated 
over 5 more hours. After cooling, mixture is filtered, and was evaporated and 26. 9g [(5-chloro-2- 
nitrophenyl) l-(triphenylmethyl)-lH-PIRAZORI-4-RU] meta-non and MS493 (M-f) were given. 
[0054] c) Perilla fhitescens (L.) Britton var. crispa (Thunb.) Decne. of the mixture of the product (26.9g) of 
b, EtOH (400ml), and NH4C1 (100ml) was carried out together, and it agitated over 3 hours in reflux 
temperature. The aqueous phase made evaporate EtOH and produced after the neutralization using 30% 
NaOH (50ml) in 0 degree was extracted by EtOAc. It dries, and the organic fraction was filtered and was 
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evaporated. The filtration which lets the silica gel [ residue ] using the gradient elution system from 30% 
EtOAc / hexane to 100%EtOAc / hexane pass refined, and meta-(l(5-chloro-2-nitrophenyl)H-PIRAZORI-4- 
RU) non was generated. This was made together with 10%Pd (lOOmg) on EtOH (250ml) and C, and it 
hydrogenated in 45psi(s). By the flash plate colunm chromatography, lOg (2-amino-5-chlorophenyl)-lH- 
PIRAZORI-4-RUMETANON and MS221(M-f) ** were obtained. 

[0055] d) NaHC03 (25g) and iced water mixture (300ml) were added to THF (399ml) of c (10.5g), and the 
solution in CH2C12 (300ml). The two phase agitated was processed by 37.2ml BrCOCH2Br. The two phase 
was separated and the aqueous phase was extracted by CH2C12. It dries, and the organic fraction was 
filtered and was evaporated, the liquid NH3 (200ml) which is made to dissolve residue into THF (100ml), 
and is cooled by -78 degrees C — adding — and a room temperature — slight warmth ***♦**-- a night — it 
remains as it is — it agitated. Volatile matter was evaporated and residue was made to distribute between 
EtOAc and H20. After separation of a layer, the aquosity fraction was extracted by EtOAc. It dries, and the 
organic fraction was filtered and was evaporated. Residue was made together with 1-BuOH (100ml) and a 
pivalic acid (75mg), and mixture was heated to reflux temperature. Evaporation removed the solvent, and 
the flash plate column chromatography (6.5%MeOH/CH2C12) refined the product, and 5.5g 
benzoJIAZEPINON to wish was given. 
[0056] Example 3 [0057] 
[Formula 13] 
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[0058] a) It cooled under the argon ambient atmosphere, having made the BUROMO pyrazole (24.0g) 
suspend during Desiccation THF (600ml), and agitating in a dry ice-acetone bath. **** addition of the n- 
butyl Hthium (2.5 in a hexane M) was carried out. After agitating for 2 hours, cooling in a dry ice-acetone 
bath, it is [ about ] about a THF solution. -It added to 50 degrees C at 2-methyl-6-methyl-4H-3 in THF 
(500ml) by which preliminary cooling is carried out, and l-benzoKISAJINO-4-N (8.76g). Quenching of the 
reactant was carried out 1 5% after churning for 20 minutes by addition of the underwater (weight/capacity, 
330ml) solution of an ammonium chloride, and it warmed to the room temperature automatically. The 
reaction mixture was diluted with EtOAc and the layer was separated. The organic layer was washed with 
the saturated water nature sodium chloride. The water layer was washed by EtOAc. The organic layer was 
mixed, and it dried, and filtered and condensed. It heated over 6 to 24 hours to reflux temperature, making 
suspend and agitating the produced solid-state in THF (300ml), a methanol (350ml), water (250ml), and the 
mixture of 10-N sodium hydroxide (270ml). The produced mixture was automatically cooled to the room 
temperature, and it was made to distribute between the ether and water. The organic layer was washed with 
the saturated water nature sodium chloride, and it mixed the degree, and it dried, and it was filtered and 
condensed. Residue was made suspend and filtered in CH2C12. The filter cake was washed by CH2C12. 
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Filtrate was condensed and it let it pass in silica gel, using EtOAc-CH2C12 mixture (1 :9 capacity / capacity) 
as an eluent. The eluent was mixed, and was condensed, the produced residue was crystallized from the 
CH2C12-hexane, and 15.1 8g [(2-amino-5-methylphenyl) l-(triphenylmethyl)-lH-PIRAZORI-4-RU] meta- 
non was given. MS calculated-value: ~ 443.1997; actual measurement: — 443.1990. 
[0059] b) The product (2.85g) of a was dissolved into THF (150ml) and the mixture of the ether (150ml), 
and it cooled in the iced water bath. The saturated water nature sodium carbonate (100ml) was added to the 
degree, bromination ~ it added, agitating BUROMO acetyl (4x0.67ml). 4 hours after, the reaction mixture 
was diluted with water and it extracted by EtOAc. The generated precipitation was collected by filtration 
and it was made to dissolve into CH2C12. The EtOAc fraction was made together with CH2C12 solution, 
and it dried, and it filtered, and made evaporate and condensed. Residue was crystallized from the CH2C12- 
hexane and the 3.33g 2-BUROMO-N-[4-methyl-2-[[l-(triphenylmethyl)-lH-PIRAZORI-4-RU] carbonyl] 
phenyl] acetamide was generated. MS calculated-value: — 563.1208; — an actual measurement 563.1 188. 
[0060] c) The product (2.26g) of b was dissolved into desiccation CH2C12 (100ml), and it cooled in the dry 
ice-acetone bath. Condensation of the liquid ammonia (50ml) was carried out in the reaction mixture. The 
produced solution was agitated and it warmed with overnight nature at the room temperature. Water was 
added and extant precipitation was dissolved. The layer was separated after mixing. The aquosity saturation 
sodium hydrogencarbonate extracted the organic layer. The water layer was washed by CH2C12. CH2C1 
two-layer was mixed, and it dried, and filtered and condensed. Residue was made to recrystallize from a 
CH2C12-hexane, and the 1.68g 2-amino-N-[4-methyl-2-[[l-(triphenylmethyl)-lH-PIRAZORI-4-RU]- 
carbonyl] phenyl] acetamide was generated. MS calculated-value: ~ 501.2291; actual measurement: — 
501.2272. 

[0061] d) Heating reflux was carried out over 64 hours, agitating the suspension in nBuOH (300ml) of the 
product (15.02g) of c. After cooling to a room temperature, concentration hardening by drying of the 
reactant was carried out. Heating reflux was made suspend in THF residue and carried out. The produced 
suspension was filtered. Filtrate was washed by THF. Filtrate was washed, and it heated to boiling 
temperature, and condensed. The produced mixture was automatically cooled to the room temperature, and 
it was left as it is for 3 hours, the produced product — THF — washing — and — drying — 1 and 3-5. 50g 
dihydro-7-methyl-5-(lH-PIRAZORI-4-RU)- 2H, 1, 4-ben2oJIAZEPINO-2-N, and the 282 to 289 degree C 
melting point were generated. 

[0062] e) The thiophosphoric anhydride (0.5g) was added to the suspension in THF (50ml) of the product 
(0.24g) of d. Mixture was maintained in the ultrasonic bath for 1 hour, and then concentration hardening by 
drying was carried out. This residue was made to distribute between THF-EtOAc (1 :2 capacity / capacity, 
150ml) and half-saturation NaHC03 solutions. The saturation NaCl solution (100ml) washed the organic 
layer. THF-EtOAc mixture washed the water layer, the organic layer was condensed, and one night was 
maintained in the vacuum dryer. Residue was dissolved into THF and it cooled at -40 degrees C. 
Monomethylamine was bubbled over 1 0 minutes in the THF solution. The yield by weight was 6g. Mixture 
was automatically warmed to the room temperature, and it agitated for 2 hours. After concentration, residue 
was dissolved into the mixture of THF-EtOAc (1 :2 capacity / capacity, 100ml), and saturation NaHC03 
solution (100ml) and the saturation NaCl solution (100ml) extracted. THF-EtOAc mixture washed the water 
layer, and it dried, and the organic layer was filtered and condensed. After recrystallizing from a CH3 OH- 
CHC13-hexane, N, 7-dimethyl-5-(lH-PIRAZORI-4-RU)-3H-l, a 4-benzoJIAZEPINON-2-amine (0.22g), 
and the 262 to 270 degree C melting point were given having applied residue to the chromatography which 
uses CH3 OH-CHC13 (capacity / capacity 1 :9) as an eluent on silica gel. 

[0063] The following chemical constituent which contains the compound of**** this invention defined 

above as an active ingredient can be manufactured by the approach of being known in itself. 

[0064] 

a) Oral liquid formulation: Component mg / formulation active ingredient 20.0mg methylparaben 20.0mg 
sucrose Enough An amount flavor agent Enough Amount citrate buffer solution Enough Amount purified 
water It is an amount b tablet formulation enough for making it 5.0ml. : Component mg / tablet active 
ingredient 20mg starch 40mg Avicel 80mg lactose 274mg magnesium stearate 2mg 416mgc elasticity 
gelatine capsule formulation : Component mg / capsule active ingredient Fatty acids formed into 20mg 
ethoxyl 500mgPEG4000 lOOmg vegetable oil It is an amount enough for making it 1.0ml. 

[Translation done.] 
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«4> U< »^JSIRtt©ig^^*>6^3nSS. m« 

•ci^^o rr-^-'i'j ww«^*>6t KP=<^->a©^*(c 

[0010] »MJ^C<b^». Y*iHr*D^l/-CX*J 
40 ^I^SrWT^. 

[001 1 ] ^t^mmtji^ I ©{b^«. R"*s^5^;w 
-c&«9. R"*i7k^r*0. -eurx*5^«:7 -iiscc 

©-C*-5. 

[0012] !|tSiJK:«F3S^c*^?a©ib^lSttSt; I 
(a). I Cb)S/c« I (c) : 
[0013] 
[fb7] 




^ NH^Ha 




N-NH 



1(C) 



[0014] *wr6. 

[ 0 0 1 5 ] ^ I (Dit^it. ^S[RJI5^J»-CK*a©« 
©XStc setose : 
[0016] 
[^b8] 



II 



[0 01 7] ©3 H - 1 ,4-'<>V^i^T-efy-2- 
(1 H)->>&-Ma<J*mtcJ;»3P,S,*jJ;il>-HN(R" , 

R") tm^x^so-$-iti>ctic^K>mm.-ri>ctifiv^ 
4 4 ,3 3 5tti«:ie3ti-ci^4ip< b-risa^ssjs-^ 

[0018] SCllO-fb^l*. ^A.tf5RH!^it3 40 5 

122, 3398159. 3 4 0 7 2 1 1 fcjriyf 3 4 0 
0 1 2 8tt3. V' ■ ■ ^zf ■ V ■ t-^ff^^vi' 

• ^ 5 >^ h y (3. Org. Chero.). 4 1. 1 9 7 6. 2 
720:35. 1970. 2 3 5 5*$J:0'4 6 . 198 

1. 839tf. T^tSf • -irs* • X;t;>i^:^tr*(Acta 
Chem. ScanOx B 31. 1977. 701 cji. tf-i^ 

(3. Heterocyclic Chem.), 12, 1975. 49 *3J: 
0'2 5. 1 98 8. 1 29 3tf. i^>-fei^J5; (Syntesi 
s). 1 9 8 8. 7674". Syn. COranun.. 15. 198 



5, 1 27 l*j<fc!>'J .A.C.S.l 0 0, 1 97 8, 4 

8 4 2 *(ctB§nTc>^sp*. mi/icTimmMm i ~ 
20 3if(cSfiffl«:gB$tiri»siD#. ^ti^Witma-c$>?> 
:^ftri!{j&-r -5 c i *s-c# 

[ 0 0 1 9 ] fitoT , SeiI©{t^«i{?«;i«J|]tetB| 1 * 

6 © ^> ®©Sp# {b^?:^ - ftijSfPffl (c J: 0 S!l{ bT 
^ciiciOSijS^-scij&s-c**. coJi-fba^b^iBj 

6 h>'l'i>*5 J;0'T H F ®*D#?§i«ctJ-CS /c« 

1 5©^r h>3!)>e>tH^Urm«TiB©^5, 10, 1 

30 0' ' $tcitn<Di>(D(Dpa^m!x:-ri>M<m^itLX 

[0020] *#Kg©'fb-&iBJ». !|^{Ci-< x*jj:tj£wa 

figJiSH I V-i? -^;UXlS^?:ffi)$iJ-rsci{cJ:D H I V 

«cfi-C©H I V©1gSi^7&>^C«3?§14fb$-eTV»^. TA 

40 Trgtt=S:}qi*iJf 6 c i {c J: 0 , *l%a>g©f b^!gj*5 H I V 

■c©H 1 v©ffl?«w5ajig*s@M3n^>. 

[0 02 1 ] S:i©{b^«r. (a) ^m^infcTJVij 
yi4d^X7T4?-H2 (S e AP) iie^*jJ:0*>i7 ^JbX 

^mif^mmTATm&^<Dmm<Dm7jk=k. h i vtisf^ 

ffl^JTAT©f^ffl(CiaH^5H I vi&miLTR<omm 

Tccjsfr. ( b ) ^mm%miim!&i:. ±§B ( a ) ©9 

e^^1t3»^:^W L/-Cfc 0 Urtaaf'PfflH^^T A Tfc J; 
CJ^S eAP©*fflJ!a^S5:llt4acr7'^X5 F<S:fflC>r 
SO h^>;^7*i'S^3>o. (c) gtiii/Jr^i-rss? 



(5) 



T A T wjrit* i wa 0 r t ^ ^ <fc ^ nc S e A P o^s 
1 0i1i{c^5n-rc»sip#*^K:*$iit:ln-H I v-T 

[0 0 2 2 ] CO^^-CW, S e AP®PP*IJ»ln-TA 

:A:#<^c€>o 10 
[0023] jyT-C«#3*lTti^i^*{CM0-C 
»H I V-TAT*I^WTiE©in< L-ctf*>*ite. 
[0024] h^>;^7*4'i^3>3!P62 4^ra^«:*J 
l>r. 1 . 1 0teJ;O'5 0 mM(D^I <D^®^-fb-^^5r. 
— ottH I V-LTR©iSg5T-CS e AP5:3- FT5 
usK- -iie^*^^ L T*J 0 L r fife© *>o»c n 
feH I V-LTR©pgrF-CH I V-TATite^5&^ 
Wbrii-S2a©7*^X5 K^-C h^>X7 jLi;i^a> 

snTc^^>cosiNBia©^«j«ftcc/n3^/co mi^(or}i 

^fflt^.5I^Sit«IST»ffiL/c„ ta-TATrgttW, H 
I V - L T R©ISg0T©S e A Pjie^^©%«l$iJ*f 
TATK:(S^L^j:1»RSV-LTRT©S e APae^ 
©%ffll*iKc<i:i9S'JS5tiS. 

[002 5 ] T^tti©^SW, ^ I ©^b^^Ai^^-^t^ 

fmmmi±<Dmwi ^hiv-tat-ibm? n/cse^^ 
©!|tMWffli*>JSiJ-e* 6 c i 1/ -r I » s . 
[0026] TATWJ^ji u-r©^ I (Dit-^omm 



1^¥6 - 5 6 8 2 5 



8 



ftiitTA TdCJxmLtjil^'y 'JX^ffi'i; ^ (R S V)- 

LTR©pgpT«:*j*:>nri>s. co)^f,tU^x^] 
(Dit-^i)i-mmj:mfimmti-c$,^i)^$fciis cap 

[0027] 5?il^b^!gJ©in- H I V - T A TiS14«. 

S e A PmB~fm7ik*m I V LTR<5Eji?PJ©iigpT«: 

[0 0 2 8] 

[fb9] 100 ((1 -A/B)-(l -C/D)D 
C^ifJ. A*Jcl:C^B»*n^tiKSI{b^©?SteT*iJ: 
Of:^#«ET-eH I V-LTR/S eAP«:J:0**3n 

i>*D w-en'en^{b^©???ST*i J:iy^^#fiTr r 

S V - L T R/ S e A P tC J: 0 n-5 T Jb* >; ttJl-- 

1-50 uM<Dm.m-Ci>^„ ^s$inxi,^?,i^mt 
ii»5:< i*>3|5i©l«il©^^-c«>^. £:©ar». riR 
i»j *jJ:c>: rcfi^j ©^s^»Tg3©iBfrffitt*jj^Lr 

l>5 : jgt,^i>6 0%©jqj$lJr&D. 4'gS»6 0-4 
0%©P$IJf*i3. ffi(,>tt4 0 - 2 0%©?II§IJ-C£fe.5. 

S e AP4#aa«JmRN Afejco^'saM^^-rrtc^^Eur 
iililfb^fj^ftn^/c. fifoT. 1 oo%Wi$iJ«c©«IS 

[0 02 9] 

[«1 ] 



TiB©ll«S««»-^^^i^ 


!n-H I V-TATrStt 


1 




2 




3 





:^^m<Dit'^itTATs&m'S:m)}icnmL'cmk'y 
t^s. $e>(c. TATi^^micMa©&-ssa«*iC?«^ 

H T L V - 1 ©*n€?ffe® u h n -i; ■/ tt"-cM 6n S 
fc*. *^W©fb^S«l5l««:LTCtl6©TAT- 

MiigaM©rsi44>«j*0L, -ei/-c^g-©ife*cne.©fife 
^wtt. u h o -/ ;i'xss^©ji?f ^rWJ-r •& 

©tc^^-rd:fi©*^Dg©{b^S /c«-en©^i^^K: 
r©H I Vi&i'©U h P-J ^ JUXg|0|©««l9«^**S 



/c»ARC,il#*$j;0'ffi<eltti/c»M^ffii^14H I V®^ 

40 ^SJ§L-Ct^^„ *^?S©<b^!KJ»^^MP6«J*/c»SP 
mic 1 B^/c9S^©F^Ri-C© 1 15IJi(±©S-^r. 5?® 

icimnmic 1 etc 1 ja#-rsc i^^r^^, ffFM 
cn6©£Et*j(cji^-r€>j:5{cisg!i-r'<^-c*s. Ara 

,*#KM-r-5i. 0!)^f*gPWK:!a:#3n-5:^»W©{b 
^©tn-^^JUXWjaiSttl B^/c»3*«jO .5-m4 0 
mgr/k »©«:*. »®«c»*5j 1 - 1 5m gr/k gr©i* 
a. 1$K:$«j4- 1 Om8r/ktr©(*a. ©ffiHt^^S. 

«^^«igPfl<j^c#{ai9:#SJf^©*nlr#fiiS-^aj^-c». 

50 7 0kg©*#«:SLr«, Ctl»l B^/c»3#Sj3 5- 



C6) 

9 

itja .8 0 omg. ttmicitia^tc*)m2 lo-ms 

5 0mg, <0mttti>'C$)^^, 

-<JUX^J. mifddC, AZT, 2' ,3' -'Jf^ 

yix> (d d I ) . f- h^-t Ka-r 5 Ht^/^l^V 
-:^T•fe•t•>-3^> (T I BO) Sl^(*ffl. H I V-T'a 
f-T— «fPflS?fiJ*JJ:0*HSS^i?T-fe'f^>S. HIV- 10 
-/>7-y^-H2*iJ:0'RN a s e HPISSiJ, MC/W:^!^ 
^WlES^Sf^h 0I1pL«T>iU7t-. ^-^-^fdiit! 

!H»SJ-;*:A«BI}a3P^-fiM^^ (GM-CSF) 

[003 1 ] Ara-m^icM-r^i. ^^^^©jb^i^js^ 
[0032] *^H^©<fc^!K!i«c cr^i^?n-t:i^.5i9:-^ 

.S^if T<£ffl3n-Cl»-5 d d C*jJ:0'A Z T©i9:-^a« 
ffeCDta-H I Vit'^^^m^Oit^lSntWi'miC^-yL^ 

[0033] ?feSW*J8!)a©:$:|6BJ©<b^«J 

«. Di^!^»fflfiS;^*si!*-r4„ cn^©ia^«ii»& 40 
<thl «©*^l3©r§14fi£^* 1 afel±©M=^fi^{ci¥ 

il3^«J©ffij©fiK^Stfflif14-C* OMorfeSL J: 5 fT 

swat* i fcw?siiNBJiaK:3t b -c ««tt-c ^ci » i sen 3 



- 5 6 8 2 5 
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tc5aip>n-ct^-5 4)©*i'a$3n.s„ ffifiS;«3Wfaa!K:{i# 
©rg1^^^©is^5:^^-c*5«^. -entit^x-tid d 

C. AZT. ddl. -r>^-^*0>. IL-2S/C 
«H I V-^DT^T— fe*PflS^J©/lP^flfe©E^fi<J?§ttfig 

[0 034] *^H^©iffl^«3©e^». w^m^ m) © 

WitSiJ : *tt?Sf*cfi©$/c{*tt©*4J?La?«4i©is/c« 

X'tt'; >Mvi/^->'^»A. xf-T';>^afeD'*(cfte©!g 

«feSiJ*>J:0'M^W«:*BS14©ffl<*^^Wr4C 

jSuS^^m^L «-fe' ^ > *j <fc o' y -fe y > s /c «x D - 
x*$J:iyfT7^^r:JA©^^*^S14»@I^J^c#^rt>s 

©^^{cj^BR-rscijW-ctrs. iSS-^fflccauri^ 

J:t»*tt*$J:0*^N7Ktt©^5S14ISffi14a«^*S. afeO'tc 
!SSSlJ*^ckO•?«/fiSlJ*^^TC»r J: J: O^^f* 

tt©^ISi4.W/g*i'a^Sti4. ilS-^ig5^#{4iS:-^S* 
/c«?t8JcS-^S©S5W^. «T > J: 

t&*. «i&*$cl:i>'iS^J*^6'e©li-caitSjg*iJ:CJfKjS 

[0035] 
[^fiS«ai] 

[0036] 
[{fclO] 




[0037] a) T-fe^U>*7 5m 1 ©THF4ir?a 

EtMgBr (50ml) ?rTHF/T-fe9^ 

hP'OXT-'Uf^fc K ( 1 3 .2 g) 
©7 0ml <DTHFfp^im^icm*>misaL, -XiC 
iSfflNH,C 1 ^^■Ci'i>^>ytet-CE tOAc 

>>3.*^Ad7ar?-|, i/^:7 ^- (1 0%E t OA c/'^ 
=1r1J-» {Cj:l)?i^L/ri 2.2 6g<D5-i'PP-T 
^l/r* T 2 hP-<>H^>y 5^ — 

^fc. lR(KBr) 3290. 2120. 1525. 
1 3 3 8 cm'*. 



[0038] b) 5 -4'PP-T;l':7r-x5^-;l/- 2 

-j:. }-a^ly^>-jtdiy~-)V (1 .5 4g) <D60m 

aiL. ;^{ccH,c 1 w«at»*H,o*j 

■^LXWM$i±fc„ 43iE?i?g|->Xf-A (9%EtOAc 
/'^+1f>. 1 7%E tOAc/'v+lf^) ^:fflCi4;<7 
^Ai^PVhi/^^^-tCj;*). 0.94?©1-C5- 
4'PP-2-^ hP7i:::-Jl')-2-:/Pfy - 1 - > 
*sf#e.n/c, MSit©fii2 0 8.9880: ||SiJ«I2 0 
8.9 87 2. 

[0039] c) 1 -(5-i'PP-2-^hP7j;- 
2-:/Pf^- 1 - > (0 .0 3 g) ?:Ti^ K - h 
(0.02ml) *JJ:0'CH,CN (5m 
50 1) tm^L. -5-L-r®^i^4TJU=f>dSTr3^H{C 



(8) 

13 

■C<XK:^3i2?g^->;^7^A (5%E t OAc/^=^^1f>. 
2 0%E tOAc/--+-9->, 5 0%EtOAc/'^+ 

■CO .0 3g©C5-i'Pn-2-— hP7x:^;l/)-(l 

H- 1 ,2 ,3- f-yTv^';-5-;i')-yd'>'>*#^ 

^c. MS 2 5 2 CM'), 

[0040] d) (.5 -i^UU- 2-^\-uy 

(iH-1 ,2,3-hyrv;-5--rt/)-y^f>'> 

<2.53g). Et OH (100ml) *JJ:0*C±1 10 
0%Pd (5 0mg) ©®^^4 0 p s i *^Tr 1 

1 H - 1 ,2 ,3 - h uryj- 5-^U)-y 

»^*^lB^{!li^:3i^A (9%EtOAc 
/^+tJ->. 2 0%E tOAc/'v+-y->. 3 3%Et 

i.cx*)mmvxm<oQ .4 s g©^;^. 143- 

1 5 O'C. ^^-^fc, 20 
[0 04 1 ] e) ^^tC. \ .0 g<Di2-T X y-b-if 
pP7x:::-;l')-(l H-1 ,2,3-h';Ty"';-5- 

^r^XDl 5 Om I ©CHaC 1 ,*JJ;0'6 Om 
lCDTHF4iS^{C5 0m l©?K*teJ:Df2 .Og©g| 

{CO .9 8m 1 ©*'ft:/P*T-fe5^JU^m/£:. Jgjc5il 
Sijfi{CJ:«3«»bT 1 .2 g©2 -:/P*-4' -i'P 

p-2' - cci H- 1 ,2 ,3 - h yry; -5 -Ji-)* 

T-b hT^V F. ai!.^,= 1 7 3 - 1 7 5'C, 

[0042] f) F7-/r-Y;^fS4i©l 0 Om 1 
3nA:^ttT>*-T{Cl .2 g©2 -:/P*-4' - 

^pp-2' - cciH-i.2.3-h yryy-s- 



^^¥6 - 5 6 8 2 5 
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T-fe HT-y F©2 5m 1 ©THF^i 

JiCCL/Zc^jS* 1 0 Om 1 ©1 0%y :J»y-;W-i^^x 
^;l'fcJ:Cf 2 0 m 1 ©*t^tca«iO/c. *tt^:9>«r 1 
0%^5iy-;l'-i^Kx9^;P-Ci4mL,fc, WMtttB^?: 

Om I ©n -^^^-^I'fc.fcO'l 0 0 mg©tv^';^^tfl 
•e-eu-CJSit€rlSX^Tr5j<>7-|i£^L./Co ^?t^8% 

I^Sfc J:iyf^ H^-fVij^hcom^^itlkiC 7 o 5 m g 

©7-i'PP-5-(lH-l,2,3 - FyTV;-5 
1 ,3 -i^t FP- 2H- 1 ,4 — -c^v'^-i^T 

-fe'tV - 2 - ^-5 2 4 6 - 2 4 9 -a ^-^^/c. 
[0 04 3] g) 7-i'PP-5-(lH-l ,2,3- 
h'}TW-5-)V)- 1 ,3-i^fcFP-2H- 1 ,4 

— i>-/-i>T-fe'fy-2 -> (2 0 Omg) . P,Ss 
( 2 2 2 m g ) *JJ:0*TH F (25ml) ©ig-^igj* 2 

0-40 -ctcfet^r 2 ^ifflccto/t D iaw?s?*aa u /c s 

-eL/T«S*E t OAc (2 0 0ml) 

fej:o-H, o ( 1 0 0 m 1 ) (DM^fpicmimmu 

W^rTHFCl 5m 1 ) ifCC^j^S^. ;>C{Ctfi(CN H. C 

H,*i?aAZ:/t-lfr*S-7 0°C©THF (ZOml)^ 

fgtc 1 o^racct)fcom/c. ?g^*-7 o'ctctei^r 

SibSitr. 8 9mg©7 -i'PP-N-^^^-iU- 5 - 
(1 H - 1 ,2 ,3 - h •;Ty;-5-Jl')-3H - 1 .4 
-^>y-s;>T-et:->-2-T5>. ffl|jS=2 3 2-2 

3 5*C. ^^^fc. 

[0 044] msm2 

[0 04 5] 
[fbl 1 ] 



(9) 



Br 



15 



£|,N 



N— N 



CPh, 



8 



l.t-BuU 



3.Nrf}I{.TIIP,BiO 



#M^6 - 5 6 8 2 5 



16 



aGDai3Br 



NiOH 



Br 



CPh, 



CPh, 




1. NH, 

2. lAiOH 



10" 



I. PA 



[0046] a) 4-:ra*(l H)-b-^!/-;U (5 
0.8gr). 1 3 0 0 m 1 ©C Hz C 1 i^^bN 
j^Jl'^^JU (9 9 .5 g) *J.fci>'E tjN (3 5 .3 g) 

^S. ijU^. 1 9 0 - 1 9 2 -C. ?:-^^/c. 
SIXL/T^H-l 1 7 .3 g©4-:?'ci*- 1 - (h 
x^Uy^'JW)- 1 H- f^y-;l/*^;i/c. 

[0 04 7] b) 4-:/P-=&- 1 - ( F- V 7 9^ 
JP)- 1 H- f^y-;U (48g). EtjOdOOm 

1 ) JBJra^THF (500ml) <DiS^*-7 8'CtC 
?^L.^c*S6rJU3>flSTr«fiib/£:. tBuLi (1 
60ml) ^ii^ccm, ^Ur^D/c3S^fe?§?S*- 
7 8 •CK:?#*P3nrt,>^ 2 --rf ?-;U- 6 - i7 PD - 4 H 
-3,1 -^>V^^'1>-S>>'-4-> (2 1 g) ©THF 

(5 00ml) tpm-mcm^tc^ m-^^^-^^micm 

ifLfc, E tOAc-C#Je?L/cf*{C. m^^mL. "tL 




^ NH-CH, 



b. -eLT^j^S-a-ZCo f#6nfcHft5:THF (40 0 
ml). Me OH (350ml). H,O(250m 
1) feJcO^lOnNaOH (300ml) i— i^CCU. 

/cf^tc. *taffi*jj:C>'*ffl*^IIIl//c, Tkffi^EtzO 

40 -r-:R«J¥ U/c, jSjSflJC . mm'^MM^ ^X4 9g<D 

[0 04 8] c) it-^ C9D , THF (4 5 0m 
D.CH. CI, (450ml) teJ:Ufl N NaOH 
(1 400ml) ®}«J$3nrc><SiM^{C 10.5m 

/c, iita®^^^s«:*it»r2 o^5>ia«^o/co a© 

mmv:. *B«:CH,C 1 W«US*|g«8 

L/-?-Lr^,%ie@b/c. ^•M5:THF*JcfcO*-^+-t*->*» 
6MS^b5l±r 2 3 .5 g©2-:?'P*-4' -i'PP 
50 -2' - CCl -(b y ^i^r-JUyg^JU)- 1 H- f^V^ 



(10) 

17 

•J - 4 - ;UD ijiV^-JV^ y k. sl* l 9 7 
-2 0 0*C, ^-^^/c, d) F^-rr-fXfS*©! y 
h;u©?S^T>*^T«:2 -:/n*- 4' -i^aa- 

2' - CCl -Ch ';7x:::.;U>5^;l/)- 1 H-f -^yj 
-4--rt') ^JPsi^^^-iUD T-fehT^y K (2 3 .5 gr) 
OTHF (2 0 Om I ) ttJjg^gtcm/c. JS)£®^«r 

^mm^m@m^vtc, mm=s:E t oa c4$j;o'h, o 

8 . 3 g<DmW^^^fc^ 3 0 0 m g<Dt•>'^•;^^;S:$W 10 
U-Cl^e 1 -y;S?y-JU (60 0ml) ip(DC<D^m<D 

3 0 0m g © tv^'J^K®ii*^gP^?: 3 J:CX 5 l^lffl 

■r. 6 .5 g(D^^^*-^;l/c, Ctl5:Me OHcfKl^ 

L//c^!^*m*t:. 5.2 5g07-i'Cia- 1 ,3- 
i^b FO-5-C1 H-f^V^';-4-;U)-2H- 1 . 
4 — 4>V2^T-fe'tV-2 ^^,2 8 9-2 9 1' 
(^S?) . i^Xtc. 20 
[0 04 9] e) 1 ,3-i^t KP-5- 



i^2|i6-5682 5 
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CI H-b--7V^y-4->'l/)-2H- 1 ,4-'<>V^i^T 
•fe'b-y - 2 - (295me) > P,S. (327mg) 
fcJ:0'T H F (25ml) (DM^^^ 20-40 'CiCis 
l>T2I^M(ct>/cf3ja#?gteSLfc, im'kMM^-ii. 
^l/-C^jt*E tOAc (200ml) ^.tiy^H.O 

(10 0ml) (DM-^^-cmnLfc. *^«ai**ji 

*^brl£jlSL/c. CCD^W^THF ( 1 5 m 1 ) 4i«C 
yciCNH,CH3*s?aS:/c-B-C&-5THF (2 
5m 1 ) ©-7 0'C<D^{cmfc. ^*-7 0-C«: 

■a-. liatSL. -ei/T^^S-S/c. ^a«:MeOH-CH 

-^5^;l'-5-(l H-b^V^y -4-;U)-3H - 1 , 
4-'<>yi^TH2b->-2-T5> (3 8mg) . ISIL* 
2 8 7-2 8 9'a *^iL/c. 

[0050] ±i2d ) *©-^>-yi^T-lfb'-^>4'Pa^^ 
[005 1] 

[lbl 2 1 




1. 



2. BuOH, CI 



[0 05 2] a) {b^fjC83 {24g)*THF(4 
0 0ml) 43j:O*Et,0 (100ml) <b— iKfCly. 

8*C{C?ft*PLfc„ tBuLi (80ml)* 

•-c>XT;U7='t F (1 1 .2 g) ©THF (15 0m 

1) ^mm^^commvim^mmu. ^eLT^cfcm-^ 

i>9^>i^Lfc^{C. iS^igJ^E tOAcr#iP?L. 
Lr Jl*^{||U/t. iStSS^=&^«lN a C 1 ^-CgfeJt 
iSilt. -e-L-C^^Sif/c, 1 0%EtO 
Ac/-^+1f>*>6 7 5%E t OAc/-^+-9->'^<D^a 

y-i-'C. 2 0 .6ff(DT;U7T-(5 -i'PO-2-- 
hO^iJ::.;!/)- 1 - ( h U 7 x r.jU^ g^jU)- 1 H - f 




N-NH 

MS49 5(M*). 

[0053] b ) a ) (D^tmi ( 2 7 . 1 g ) . C HC 
1, (250ml) *J<i:0'MnO, (2 Og) <Dil^«r 

(5g) ^U-Cil^*$6{C5l^m{CtofcO 

2 6 .9 g<D(5 - i'PP- 2 1-07 x^;U) 
Cl - C b 'J ^ ^ --'l'^ 1 H - b*^ y - 4 - 

MS493(M*). 
[0 054] c ) b ) (D^fmt ( 2 6 . 9 g ) . E t O 
H (4 0 Om 1 ) *sJ;0'NH,C 1 (100ml) COS 

i^tc b-e i/T jii3feias«:*jt,ir 3 ^r^ic t>/c o 

0' {CfcW^S 0%NaOH (5 0ml) J& 

*E toAc-caau/c. wtss^^iasigt. 

50 ^LXm^S^ti, m&^3 0%EtOAcX^^-*f-> 



(12) 
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*»e>ioo%EtoA c/'^^^>^<D^mmm'^:^f- 

-^OD - 2 - - ha7i-;U)(l H-h*^v^'; - 4 - 

^y>*^^fibi^c. cn^rEtOH (2 5 0m 
1 ) fcJ:iyfC±©l 0%Pd ( 1 OOmg) t—mnc 
b> •€-U-C45ps i (C*5l^r7kS'(tl//c. y^'y>:x 
^^Ad'nvhy^^ ^-{CiO. 10g©(2-T5 
y-S-^J'Pa^i-^U)- 1 H- f^l/'J -4 -^1/^ 
if>'>. MS2 2 1CM*). 

[0055] d) c) ( 1 0 .5 g) OTHF (3 9 9 10 
ml ) fcJ:0'CH,C 1, (3 0 0ml ) ifJ^jSCCNaH 
CO3 ( 2 5 g ) fcJ:CX**tg^i^ (300ml) J&Jn 
^tco tM^SnrCi-S— ffl%3 7 .2m 1©B r COC 

c i.-cjsaL/c. mmm^i^iMiL. mML. ^lx 



Itra^e - 5 6 8 2 5 
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mM^mc, ^jt^rTHF (10 0ml) ^ic^m^ 
-eU-C-? 8"C{C?^iP$tiTI,^a®<*NH. (2 0 

0ml) tcm. -eurg?a«:^«?»i*i6— ^€<D*$ 

tft^OA:. -ebrj^a^E t OAc 

*jj:iyfH,o©ra«c^is$-ii/c, m<D^m^vz. 

b, -eLr^^^-Sfc. ^M^Sr 1 - BuOH (10 0m 
1) *$J;i>*tv>-;b^ (7 5mg) i— ^{CL. -et/TS 

(6 .S^MeOH/CHzC Ij (C J; Offi^Lr 5 . 5 

[0056] 

[0057] 
[fbl 3] 




[0058] a) r^D*f^y-;U (2 4 .0 g) 
jSTHF (6 0 0m 1 ) tt3{CSBIS$-&. -e-Lr K^^T 

■C?^iPb/c. n -^^^L-yf-i^A (-^+-9->tti2 .5 
M) ?:?S/7aSj)nL/t. K^'CT-r;^-T-fe h^jSOcf-C 

0'C{C^<li^5n-rt,i.5THF (500ml) 'P<D2 
-^^;U-6-^5=-Jl/-4H-3 ,1 — i>V+1fS^y 
-4-> (8 .7 6g) iC»n^/c. 2 0 5JPa©«fl;^S(C 
SfBi8l5rl 5%^'fbT>*-'5A(D*cti (afi/iffi. 
3 3 Om 1 ) ^^©^JJDtcJrf) i'i>5F->yi/> -eur 



iKtcu. $2*81/. isau. "tormi^otc, ^ctc 

S^^THF (3 00ml ) . ^ity-jl (35 0m 
1 ) . 7k (2 5 Om 1 ) *JJ:0'I ONTkmiti- h 'J'tJA 
(270ml) ©?g^tti{CMS$-l±. -eL-cmifb^c 

3&«6jiaEjaK«:6-2 4i^ra«c*>/c*)M!iuyt. iofc 

7^;U^_-/r-:^;SrCH.C l,-Cj5fe?tL/c, iSM?:?^!^ 
^L.-CE t OA c -CH,C 1 ( 1 : 9^fi 



(14) 



#M^6 - 5 6 8 2 5 
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Cl, — '+•!^>*>6feS^b3^^T. 15.18g©(2 

-rzy-b-jt 9-)vy X c i - ( h i» ^ i ~)i'j>i 

1 H- f^y;-4 -^U] y 3?y>4-^;i/c. 
MStt^ffi : 4 4 3 . 1 9 9 7 : |ia>J(i§ : 4 4 3 . 1 9 9 
0. 

[005 9] b ) a ) (D±fSm (2.85g) *THF 
(15 0ml) *J<tO'i-T-;U (150ml) (DM^^ 

h U -i? A ( 1 0 0 m 1 ) ^-Xi<cM^fc, *{b:/a 
*T-fe5^;U (4 XO .6 7m 1 ) ?:JiJf L^C^s^Jn^ 
/c. 4I^Paf*CC. ]gt&ig^5r*-C#f?0-eb-CE to 

TCHzC 1 ,cf{c^^3-ff/Co E tOAcS^J'^CH. 

ci,^i-i^{cL, -eorfeiio. ?Saau. 

^LTjiSffiO/c, ^St^rCH.C 1, — ^^^Z^tf^h 
teSfbS-Jtr. 3 .3 3g©2-:/P*-N- C4-y 
^)l-2 - C C 1 -CH 'Jy 1 H-b*^ 

^Lft, MSsYnm : 5 6 3 . 1 2 0 8 : m^Bb 6 
3.1 188, 

[006 0] c ) b ) (D^tm ( 2 . 2 6 g ) ^Ig^C 
H,C 1, ( 1 0 Om 1 ) 'Picmm^-^'tLX K^-YT-r 
X-Ti2 h>fS©ttit??^Ufc, i?^T>*^T (5 0 

m 1 ) ^^tm-^fp-ci^m^-^fc. ^cfcim^mn 
7Ke?:CH,ci ,-c?5fe?tb/c, cH,c \ ^m^—m^c 

It-^d^-^^a^hnm^mitSa-C. 1.68g©2-T 
Sy-N- C4-^5^;l'-2- C CI - (h U:7xJ:.;l' 
y^;U)- 1 H- f7yy-4-Jl'} -;*7;U;P"^JU) 7 
T-tehTS F^^L/c. MStt»ffi: 5 0 
1 .229 1 -.mSfm: 50 1 .2 2 7 2o 
[006 1 ] d ) c ) CD^ife ( 1 5 . 0 2 g ) ©n B 

uOH (3 0 0ml ) 'pmmm^tmuu^ibe 4(^m 
ict>tc<omtmmotco state Aim. Rstmi:> 
a) mammt^m^^ : 

b) 



26 



-C-€-©iS3ll#raaflU/c. *i;fc*lSiB5«:THF-C?5fe 
j|fL-eOrie*IUT. 5 .5 0 g<D 1 ,3 ->=t KP- 7 
-jt=f-)V-b-(.l H-f^V'; - 4 - Jl/)- 2H , 1 .4 
-'Oyt^T-fe'tV - 2 - >. iSiSE 8 2 - 2 8 9°C. 

10 [0 06 2] e) iO .5 g) ^d) (D^fmi 

(0 .24 g) ©THF (5 0ml) fpmmmicM^ 
tc. ig^!^^ja#jgfS©fti-ciB#ra«-^. ;x(c?giffii£@ 

t//c. C©^«:THF-E t OAc (1 : 2g«/§ 

a. 1 5 Om 1 ) fcJ:y^*ISiMNaHC03^©ra«C 
^SeS-tt/c, Wtae^rfiaWN aCl^jg(lOOml) 
rgfe#t/c, tKJI^THF-E tOAc?l^^-C?5fe# 

g|?i=&THF4i(C^<S$#-ei/T-4 O'CK^^ill 
L/C, y 9^;UT5>*THF^®ifi{C 1 O^JKtCfefcO 

nmcmMicmifo. -eb-c2J^ra«#Lfc, rSffit^cc. 

«ffi^THF-E t OAc ( 1 : 2ga/S«. 100 
m\) (Om^CO^icmm^^. ^L-nSfaNaHCO 

( 1 0 0 m 1 ) *J J:C>*l&fDN a C 1 mSi (10 0 
m 1 ) -CjfttHt/c, 7kJl^:THF-E tOA cil^T 

HC 1, (iffi/^fil : 9) ^mmrii'U'^hify 

y H-f^ti>l-)X. CH,OH-CHCl, — 

30 (oni^^it^m.. N,7-i;yg^.'i/-5 -(1 H-f^y 

V-4-Jl')-3H- 1 ,4 — ^>''/S^TH2tV'>-2 - 
T5> (0.22g) . ail,^,262-2 70-C. «r-^^ 
/c. 

[006 3] ±IBf SS3ti-Cti^ftp#:*%B^©^b-&fJ 
C0064] 



mg/§g^^ 
2 0 .Omg 
2 0 .Om g 

5.0ml <iCf?><Dt,C^^m 



m g 
2 Omg 
4 0 mg 



(15) #P§¥6 - 5 6 8 2 5 

27 28 
Ttf-fe^l/ SOmg 
"y^V-Ts 274mff 
;^-rTy >^v^/*i^»i;A 2mg 

4 1 6mg 

c) ®ca-lf^^>;^7'-fe;UgB^!BJ: 

rStt^^^ 2 0 m g 

X h ^i^Mt^ i^l^cmmwm 5 0 0 m g 

PEG4000 lOOmg 

ffiigJtttt 1.0ml tCfScDKl^^fi 



